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AB The title compds . [I; Rl = H, aryl, heteroaryl, etc.; R2 , R3 = H, alkyl, 
CN, CCH; R8-R11 = H, aryl, aralkyl, etc.; R12 = H, aryl, 5-10 membered 
heteroaryl having 1-3 heteroatoms selected from N, S, O, etc.; A = O, S, 
SO, etc.; X = O, S, SO, etc.; Y = aryl, heteroaryl, with the proviso that 
A and X are not bonded to adjacent atoms of Y; n = 0-2] and their 
pharmaceutical ly acceptable salts, useful in treating disease conditions 
mediated by TNF-. alpha., such as rheumatoid arthritis, osteoarthritis, 
sepsis, AIDS , ulcerative colitis, multiple sclerosis, Crohn's disease and 
degenerative cartilage loss, were prepd. E.g., a multi-step synthesis of 
II.HC1 which showed IC50 of 191 nM against TACE, and IC50 of 2 nM, 180 nM, 
and 200 nM against MMP-1, MMP-9, and MMP-13, resp., was given. 
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RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(prepn. of alkynyl contg. hydroxamic acid compds. as TACE inhibitors) 
RN 287391-54-2 CAPLUS 

CN Benzenebutanamide, 4- (2-butynyloxy) -N-hydroxy- (9CI) (CA INDEX NAME) 



Me- C= C- CH2~0 




(CH2) 3-C- NH- OH 
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AB The title amides [I; Rl = Cl-4 alkyl ; R2 = CF3 , Cl-10 alkyl, RS(0)m 

(wherein R = Cl-4 alkyl; m = 0-2); X = Cl-6 alkyl, (substituted) Ph, etc.; 
n = 0, 1] are prepd. Oxidn. of aldehyde II (R2 = CHO) with 
Me3SiCH2C02CMe3 and LiN (CHMe2 ) 2 in THF gave the acid II (R3 = C02H) , which 
was treated with oxalyl chloride in DMF under cooling and the resultant 
acid chloride was treated with MeNHOH.HCl and Et3N in THF-H20 under 
cooling and at room temp, to give I (Rl = Me, R2 = 6-MeS, X = hexyl, n = 
1) . Also prepd. were 45 addnl . I which showed 5- lipoxygenase and 
polymorphonuclear leukocyte inhibition of a concn. as low as 0.07 .mu.M. 
Tablet, capsule, aerosol suspension, etc. formulations were given. 
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AB Arom. sulfonyl alpha -cycloamino hydroxamic acid compds. (I), and 
pharmaceutically acceptable salts thereof, that inhibit matrix 
metalloprotease activity, are disclosed. Thus, N-hydroxy-2- [ [ (4- 
phenoxypheny 1 ) sulfonyl] methyl] -1- (2-propynyl) -2 -pyrrolidine 
carboxamide monohydrochloride was prepd. in several steps. Inhibition of 
MMP-1, MMP-2, and MMP- 13 by I was detd. 
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AB The invention relates to novel, low mol . wt., non-peptide inhibitors of 
matrix metalloproteinases (e.g. gelatinases, stromelysins and 
collagenases) and TNF-. alpha, converting enzyme (TACE, tumor necrosis 
factor- .alpha, converting enzyme). The compds . are useful for the 
treatment of diseases in which these enzymes are implicated such as 



arthritis, tumor growth and metastasis, angiogenesis , tissue ulceration, 
abnormal wound healing, periodontal disease, bone disease, proteinuria, 
aneurysmal aortic disease, degenerative cartilage loss following traumatic 
joint injury, demyelinating diseases of the nervous system, graft 
rejection, cachexia, anorexia, inflammation, fever, insulin resistance, 
septic shock, congestive heart failure, inflammatory disease of the 
central nervous system, inflammatory bowel disease, HIV infection, age 
related macular degeneration, diabetic retinopathy, proliferative 
vitreoretinopathy, retinopathy of prematurity, ocular inflammation, 
keratoconus, Sjogren's syndrome, myopia, ocular tumors, and ocular 
angiogenesis/neovascularization . The invention compds . are represented by 
the formula ZS02N (CH2R7 ) ACONHOH [I; A = (un) substituted Ph or naphthyl ; Z 
= (un) substituted aryl, heteroaryl, or benzo-fused heteroaryl; R7 = H, 
(un) substituted alk (en/yn) yl , Ph, naphthyl, 5- or 6-membered heteroaryl, 
cycloalkyl, or cycloheteroalkyl ; or R7CH2NA forms a non-arom. 
1, 2-benzo-fused 7- to 10-membered heterocyclic ring with an optional addn. 
benzo fusion; where the hydroxamic acid moiety and the sulfonamide moiety 
are bonded to adjacent carbons on group A] , and include pharmaceutical^ 
acceptable salts, optical isomers, and diastereomers . Prepns . of over 400 
compds., including I and their intermediates, are given. For instance, 
2- [ (4-methoxybenzenesulf onyl) amino] -3 -methylbenzoic acid Me ester (prepn. 
given) was N-alkylated by 3-picolyl chloride-HCl (83%) , followed by 
hydrolysis of the ester with LiOH in aq. THF (100%) , activation with 
oxalyl chloride, and hydroxamidation with NH20H.HC1 (51%) , to give title 
compd. II. At 50 mg/kg/day in rats with cartilage implants, II gave 44.6% 
inhibition of cartilage wt . loss, and 51.2% inhibition of cartilage 
collagen loss. 
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